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We claim: 

1. Compounds of fomnula (1), and phamriaceutically acceptable salts, solvates, metabolites, 
prodrugs and solvates thereof. 




wherein: 

W-Z is -C(=0)-C(-R^)(H)- or-C(-OR®)=C(-R^')-; 

each is independently selected from hydrogen, Ci-Ce alkyi, C2-C6 alkenyl, C2-C6 
alkynyl, (C3-C10) cycloalkyi, 4- to 10-membered heterocyclic, and Cg-Cio aryl, wherein the 

10 foregoing R^ groups, except H, are optionally substituted by 1 to 4 substituents selected from R^; 
R^ is selected from the group of R^ substituents, -(CR®R®)t(C3-Cio cycloalkyi), - 
(CR®R%(C6-Cio aryl), -{CR®R%(4-1 0 membered heterocyclic). -(CR^R®)qC(0)(CR®R%(C6-Cio 
aryl). -(CR®R^)qC(O)(CR®R%(4-10 membered heterocyclic), -(CR®R%0(CR^R®)q(C6-Cio aryl), 
-(CR^R%O(CR®rV4-10 membered heterocyclic). -(CR®R®)qSOn(CR®R^)t(C6-Cio aryl). and 

15 -(CR®R%SOn(CR®R®)t(4-10 membered heterocyclic), wherein q and t are each independently an 
integer from 0 to 5. n is an integer from 0 to 2, the alkyI, cycloalkyi. aryl and heterocyclic moieties 
of said R^ groups are optionally substituted by 1 to 5 R^ groups, and with the proviso that R^ is 
notH; 

R^ is hydrogen, -OR®, -SR®, -NR^R^, and the group of R^ substituents; 

20 R^ is selected from the group of R^ substituents: 

each R^ is independently selected from halo, cyano, nitro, trifluoromethoxy. 
trifluoromethyl, azido, C1-C10 alkyI, Ca-Ce alkenyl. C2-C6 alkynyl. C3-C10 cycloalkyi, - 
(CR^R%N(R5)2, -(CR®R%NR^C(0)R^ -(CR'^R^OR®. -(CR*^R%C(0)R^ -(CR'^R^ C(0)OR^ - 
(CR®R®)tC(0)R^ -(CR^R% NR®C(0)R^ -(CR®R%NR®C(0)OR® -(CR^R%NR^C(0)NR^ - 

25 (CR®R®)tC(0)NR®R^ -(CR®R%NR®R^ -(CR®R%NR®OR^ -(CR^R^SOzNR^R^ - 

(CR^R^NR^SOzR^ -(CR®R%(C6-Cio aryl)(wherein t is an integer from 0 to 5), -(CR®R%(4-10 
membered heterocyclic)(wherein t is an integer from 0 to 5), C3-C10 cycloalkyi, R^-O-, R^-SOn- 
(CR®R%- (wherein n is an integer from 0 to 2), and 0x0 (=0), and wherein the alkyI, aryl, and 
heterocyclic moieties of said R'* groups are optionally substituted by 1 to 4 substituents selected 

30 from R^ 
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each is independently selected from halo, trifluoromethyl. trifluoromethoxy. cyano. Ci- 
Ce alkyl. C2-C6 alkenyl. C2-C6 alkynyl. -OR®, C3-C10 cycloalkyl. Ce-Cio aryl. 4- to 10-membered 
heterocyclic, 0x0 (=0), -C(0)R^ -C(0)OR®, -OC(0)R®. -NR®C(0)R®. -NR®C(0)NR^ -C(0)NR®R^ 
-NR^R^. -NR^OR^ -NR®S02R^and -SOsNR^R^, wherein the alkyl. aryl and heterocyclic moieties 
5 of the foregoing R^ groups are optionally substituted by 1 to 3 R^°; 

each R^ and R^ is independently selected from H, cyano, Ci-Ce alkyl, C3-C10 cycloalkyl, 
-(CR®R%(C6-Cio aryl), and -(CR®R^)t(4-10 membered heterocyclic), -(CR®R®)tC(0)R® wherein t is 
an integer from 0 to 5, 1 or 2 ring carbon atoms of the heterocyclic group are optionally 
substituted with an 0x0 (=0) moiety, and the alkyl. aryl and heterocyclic moieties of the foregoing 
10 R® and R^ groups are optionally substituted with 1 to 3 halo, cyano. C3-C10 cycloalkyl, -C(0)OR®. - 
NR®C(0)R^ -(CR®R®)tNR®R^ -OR®. -NC(0)R®. trifluoromethyl. trifluoromethoxy. Ci-Ce alkyl. Ci-Ce 
alkoxy. Ca-Cs alkenyl. C2-C6 alkynyl. -(CR®R%(C6-Cio aryl). and -(CR®R%(4-10 membered 
heterocyclic), wherein t is an integer from 0 to 5; 

each R® and R® is independently selected from H and C1-C4 alkyl; and 
15 each R^° is independently selected from halo, cyano, trifluoromethyl, trifluoromethoxy, - 

C(0)0R^ -C(0)0-R^ -OR^ -C(0)(CR'R^)pC(0)OR^ wherein p is an integer from 1 to 5. Ci-Ce 
alkyl. C2-C6 alkenyl, C2-C6 alkynyl. and -NR^R^. 

2. Compounds of formula (2). and pharmaceutically acceptable salts, solvates, metabolites./^ 
20 prodrugs and solvates thereof. 




wherein: 

W-Z is -C(-OR®)=C(-R®')-; 
R^ is cyclopentyl; 

25 R^ is -(CR®R%(C6-Cio aryl) or -(CR®R^)t(4-10 membered heterocyclic), wherein t Is an 

integer from 0 to 5, and the aryl and heterocyclic moieties of said R^ groups are optionally 
substituted by 1 to 5 R"* groups, and with the proviso that R^ is not H; 

R^ is hydrogen, -OR®, -SR®, -NR^R^ and the group of R^ substituents; 
each R^ is independently selected from halo, cyano, nitro, trifluoromethoxy, 
30 trifluoromethyl. azido. C1-C10 alkyl. C2-C6 alkenyl. C2-C6 alkynyl, -C(0)R®, -C(0)OR®, -OC(0)R®, 
-NR®C(0)R^ -NR®C(0)NR^ -C(0)NRV. -NR®R^ -NR®0R^ -SOzNR^R^ -NR®S02R^ 
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-(CR®R®)t(C6-Cio aryl){wherein t is an integer from 0 to 5), -(CR®R®)t(4-10 membered 
heterocyclic)(wherein t Is an integer from 0 to 5). C3-C10 cycloalkyl. R®-0-. R®-SOn- (wherein n is 
an Integer from 0 to 2). and 0x0 (=0), and wherein the alkyi, aryl. and heterocyclic moieties of 
said R^ groups are optionally substituted by 1 to 4 substltuents selected from R^; 
5 each R^ is Independently selected from halo, trifluoromethyl, trifluoromethoxy, cyano, Cr 

Ce alkyl. Ca-Ce alkenyl. Cz-Ce alkynyl. -OR®. C3-C10 cycloalkyl, Ce-Cio aryl, 4- to 10-membered 
heterocyclic, 0x0 (=0), -C(0)R^ -C(0)OR^ -OC(0)R^ -NR^C(0)R^ -NR®C(0)NR^ -C(0)NR®R^ 
-NRV. -NR^OR^ -NR^SOzR^and -SOzNR^R^ wherein the alkyl, aryl and heterocyclic moieties 
of the foregoing R^ groups are optionally substituted by 1 to 3 R^°; 

10 each R® and R^ Is independently selected from H. Ci-Ce alkyl, C3-C10 cycloalkyl, - 

(CR®R%(C6-Cio aryl). and -(CR®R%(4-10 membered heterocyclic), wherein t is an integer from 0 
to 5, 1 or 2 ring carbon atoms of the heterocyclic group are optionally substituted with an 0x0 
(=0) moiety, and the alkyl. aryl and heterocyclic moieties of the foregoing R® and R^ groups are 
optionally substituted with 1 to 3 halo, cyano, trifluoromethyl. trifluoromethoxy, Ci-Ce alkyl. Ci-Ce 

15 alkoxy, Cs-Ce alkenyl, Cz-Ce alkynyl, (CR®R%(C6-Cio aryl). and -(CR®R®)t(4-10 membered 
heterocyclic), wherein t is an integer from 0 to 5; 

each R® and R^ is independently selected from H and C1-C4 alkyl; and 
each R^*^ is independently selected from halo, cyano, trifluoromethyl, trifluoromethoxy, - 
C(0)0-R^ -OR^ -C(0)(CR®R^)pC(0)OR^ wherein p is an integer from 1 to 5. Ci-Ce alkyl. Cs-Ce 

20 alkenyl, Ca-Cg alkynyl. and NRV. 

3. Compounds of formula (3). and pharmaceutically acceptable salts, solvates, prodrugs.y^ 
and metabolites thereof. 




wherein: 

W-Z is -C(=0)-C(-R^)(H)-; 
R^ is cyclopentyl; 

R^ is -(CR°R%(C6-Cio aryl) or -(CR°R%(4-10 membered heterocyclic), wherein t is an 
30 integer from 0 to 5. and the aryl and heterocyclic moieties of said R^ groups are optionally 
substituted by 1 to 5 R"^ groups, and with the proviso that R^ is not H; 
R^ is hydrogen; 
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each R"^ is independently selected from halo, cyano. nitro, trifluoromethoxy. 
trifluoromethyl, azido, C1-C10 alkyi, Cj-Ce alkenyl. C2-C6 alkynyl, -C(0)R®, •C(0)OR^ -OC(0)R^ 
-NR®C(0)R^ -NR^C(0)NR^ -C(0)NR®R^ -NR^R^ -NR^OR^ -SOaNR^R^ -NR^SOgR', 
-(CR®R^)t(C6-Cio aryl)(wherein t is an integer from 0 to 5), -(CR®R%(4-10 membered 
heterocyclic)(wherein t is an integer from 0 to 5). C3-C10 cycloalkyi, R^-O-, R®-SOn- (wherein n is 
an integer from 0 to 2), and 0x0 (=0), and wherein the alkyI, aryl, and heterocyclic moieties of 
said R"* groups are optionally substituted by 1 to 4 substituents selected from R^; 

each R^ is independently selected from halo, trifluoromethyl, trifluoromethoxy, cyano, Ci- 
Ce alkyl. C2-C6 alkenyl, Cz-Ce alkynyl, -OR®, C3-C10 cycloalkyi, Ce-Cio aryl. 4- to 10-membered 
heterocyclic. 0x0 (=0). -C(0)R^ .C(0)OR^ -OC(0)R^ -NR®C(0)R^ -NR®C(0)NR^ -C(0)NR®R^ 
-NRV. -NR^OR^ -NR^SOzR^and -SOaNR^R^ wherein the alkyl. aryl and heterocyclic moieties 
of the foregoing R® groups are optionally substituted by 1 to 3 R^°; 

each R® and R^ is independently selected from H. Ci-Ce alkyl. C3-C10 cycloalkyi. 
-(CR®R%(C6-Cio aryl), and -(CR°R®)t(4-10 membered heterocyclic), wherein t is an integer from 0 
to 5, 1 or 2 ring carbon atoms of the heterocyclic group are optionally substituted with an 0x0 
(=0) moiety, and the alkyl, aryl and heterocyclic moieties of the foregoing R® and R^ groups are 
optionally substituted with 1 to 3 halo, cyano, trifluoromethyl, trifluoromethoxy, Ci-Cs alkyl, Ci-Ce 
alkoxy, Cs-Ce alkenyl, Ca-Ce alkynyl, (CR®R%(C6-Cio aryl), and -(CR®R%(4-10 membered 
heterocyclic), wherein t is an integer from 0 to 5; 

each R® and R® is independently selected from H and C1-C4 alkyl; and 

each R^° is independently selected from halo, cyano, trifluoromethyl. trifluoromethoxy. - 
C(0)0-R^ -OR®, -C(0)(CR®R®)pG(0)OR®. wherein p is an integer from 1 to 5. Ci-Ce alkyl. Cz-Ce 
alkenyl. Ca-Ce alkynyl, and NR®R^ 



Compounds of formula (4), 





(4) 



wherein: 



R is cyclopentyl; 
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is -{CR®R®)t(C6-Cio aryl) or -(CR®R%(4-10 membered heterocyclic), wherein t is an 
integer from 0 to 5, and the aryl and heterocyclic moieties of said R^ groups are optionally 
substituted by 1 to 5 R^ groups; 

each R^ is independently chosen from halo, Ci-Cio alkyi, and R^-O-, and each Ci-Cio 
S alkyI may be optionally substituted by at least one substituent chosen from halo, trifluoromethyl, 
trifluoromethoxy, C1-C10 alkyi, and cyano; or 

when two adjacent R* groups are both C1-C10 alkyI, they, together with the atoms to 
which they are attached, form a 3- to 7-membered ring, wherein in said ring any carbon atom may 
be replaced by a heteroatom chosen from N, O, and S, provided that two adjacent carbons are 
10 not both replaced by heteroatoms; 

R® Is hydrogen or C1-C10 alkyI; 

R® and R® are independently chosen from hydrogen and C1-C10 alkyI; 
z is an integer from 1 to 5; and 
y is an integer from 0 to 5. 

15 

5. Compounds according to claim 4, wherein: 

R^ is -(CR®R®)t(4-10 membered heterocyclic), wherein t is an integer from 0 to 5, and the 
heterocyclic moiety is optionally substituted by 1 to 5 R"^ groups; and 
R® and R® are hydrogen. 

20 

6. Compounds according to claim 5, wherein: 

R^ is -(CH2)t([1.2,4]triazolo[1,5-a]pyrimidinyl), optionally substituted by 1 to 3 R^ groups; 
t is an integer from 1-3; and 
y is an integer from 1 to 3. 

25 

7. Compounds according to claim 6, wherein: 

R^ is -(CH2)([1,2.4]triazolo[1,5-a]pyrimidinyI), substituted by 1 to 3 R^ groups; 
each R"* is independently chosen from halo and C1-C10 alkyI optionally substituted with 
cyano; or 

30 two adjacent R^ groups are both C1-C10 alkyI and, together with the atoms to which they 

are attached, form a 3- to 7-membered ring, wherein a carbon atom is replaced by a heteroatom 
chosen from N, O, and S; 

z is an integer from 2 to 3; and 
y is 2. 



PC25603A 



519 



8. Compounds according to claim 7, wherein: 

is -(CH2)([1.2.4]triazolo[1,5-a]pyrimidiny!). substituted by 2 groups; and 
each R^ is independently chosen from halo, -CH3. and -C(CH3)2CN. 

5 

9. Compounds according to claim 7, wherein two adjacent R^ groups are both C1-C10 alkyi 
and, together with the atoms to which they are attached, form a 3- to 7-membered ring, wherein a 
carbon atom is replaced by a heteroatom chosen from N, O, and S. 

10 10. Compounds according to claim 9, wherein: 

R^ is -(CH2)([1,2,4]triazolo[1,5-a]pyrimidlnyl), substituted by at least one substituent 
chosen from halo and methyl; and 

two adjacent R^ groups, together with the atoms to which they are attached form a 5- 
membered ring, wherein in said ring one carbon atom is replaced by O. 



15 



25 



1 1 . Compounds of formula (4b), 




wherein: 



(4b) 

R^ is -(CH2)([1,2,4]triazolo[1,5-a]pyrimidinyl), substituted by at least one substituent 



20 chosen from halo and methyl; 

Q is chosen from N, O, and S; 

R^, R^**, and R"*^ are independently chosen from hydrogen, halo. C1-C10 alkyI, and R^-O-; 

and 

R® is chosen from hydrogen and C1-C10 alkyl- 



12. Compounds of formula (5), ^ 



1 
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wherein: 

R"*^, R"*^, and R^ are independently chosen from halo and Ci-Cio alkyi; 
R^, R'*®, and R"*' are Independently chosen from halo, R®-0-, and C1-C10 alkyI, wherein 
S said C1-C10 alkyI is optionally substituted with at least one substituent chosen from halo and 
cyano; and 

R® is C1-C10 alkyI or hydrogen. 



1 3. Compounds of fomriula (6), 




wherein R^ Is halo. 



14. Compounds according to claim 13, wherein R^ is chosen from fluorine and chlorine. 
15 15. Compounds of formula (7), ^ 
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(7) 



wherein is halo. 

16. Compounds according to claim 15. wherein is chosen from fluorine and chlorine. 

17. Compounds of formula (8),/^ 




wherein R^ is halo. 

18. Compounds according to claim 17, wherein R"^ is chosen from fluorine and chlorine. 

19. Compounds according to claim 6, wherein: 

R^ is -(CH2)([1,2,4]triazolo[1,5-a]pyrimidinyl), optionally substituted by 1 to 3 R^ groups; 

each R"* is independently chosen from halo, C1-C10 alkyi, and R®-0-, and each C1-C10 
alkyi may be optionally substituted by at least one substituent chosen from halo, trifluoromethyl. 
trifluoromethoxy, C1-C10 alkyi, and cyano; 
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z is an integer from 1 to 3; and 
y is 2. 

20. Connpounds according to claim 19, wherein: 
is hydrogen or methyl; and 
z is an integer from 2-3. 



21 . Compounds of formula (9), 



/ 



10 wherein: 



is halo or C1-C10 alkyi; 



>4a 





(9) 



R^**. R^, and R***" are independently chosen from C1-C10 alky! and R^'-O-; and 



34d 



R® is hydrogen or methyl. 



1 5 22. Compounds according to claim 21 . wherein: 
R"*^ is halo; 



R^° and R^^ are each R'^-O-; and 
R^^ is C1-C10 alkyl. 



20 23. Compounds according to claim 22, wherein: 
R^ is fluorine or chlorine; 
R^** is -OCH3; 
R"**" Is -OH; and 
R'*^ is -CH2CH3. 



25 



24. Compounds according to claim 23, wherein R"^^ is chlorine 
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27. A compound chosen from: ' 

6-Cyclopentyl-3-(5J-dimethyl-[1,2,4]triazolo[1.5-a-pyrimidin-2-ylmethyl)-6^^ 
10 phenyl)-ethyl]-4-hydroxy-5.6-dihydro-pyran-2-one; 

6"[2-(3-tert-Butyl-phenyl)-ethyl]-6-cyclopentyl-3-(57-dimethyK1,2,4]triazolo 
y!methyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2-(3-et^ 
phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
1 5 6-[2-(3-tert-Butyl-4-hydroxy-phenyl)-ethy!]-6-cyclopentyl-3-{5,7-dimethyl-[1 ,2,4]trlazolo[1 ,5- 
a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 
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6-[2-(3-Chloro-4-isopropoxy-phenyl)-ethyl]-6-cyclopentyl-3-(5J-dimethyl-[1,2,4]tri 
a]pyrimidin-2-ylmethyl)-4-hydroxy-5.6-dihydro-pyran-2-one; 

6- Cyclopenty!-6-[2-(3.5-dichloro-4-ethoxy-phenyl)-ethylI-3-(5J<limethy^ 
a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 

5 6-cyclopentyl-3-[(5,7-dimethyl [1 ,2,4]triazolo[1 ,5-a]pyrimidin-2-yl)methyl]-6-[2-(3- 
isopropylphenyl)ethyl]dlhydro-2/-/-pyran-2,4(3H)-dione; 

7- ({6-[2-(5-Chloro-2,4-dimethoxyphenyl)ethyl]-6'Cyclopentyl-4-hydroxy-2-oxo-5.6-dihydro-^ 
pyran-3-yl}methy!)-3-methyl-5H-[1,3]thiazolo[3,2-a]pyrimidin-5-one; 

2-(4-{242-Cyclopenty!-5-(5y-dimethyl-[1,2,4]triazolo[1,5-a]pyrimldin-2-ylmethyl)-^ 
10 3.6-dihydro-2H-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 

1 - (4-{2-[2-Cyclopentyl-5-(5 J-dimethyl-[1 ,2.4]triazolo[1 .5-a]pyrimidin-2-ylmethyO 
3,6-dlhydro-2H-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-cyclopropanecarbonitrile; 
6-[2-(5-chloro-2,4-dimethoxyphenyl)ethyl]-6-cyclopentyl-4-hydroxy-3-(imidazo[1,2-a]py 
ylmethyl)-5.6-dihydro-2H-pyran-2-one; 

15 6 A/-[4-(2-{2-cyclopentyI-5-[(57-dimethyl[1,2,4]trjazolo[1,5-a]pyrimidin-2-y^ 
dioxotetrahydro-2H-pyran-2-yl}ethyl)-2-ethylphenyl]-A/-methylmethanesulfo 

2- [4-(2^2-cyclopentyI-4-hydroxy-5-[(1-methyl-1H-indol-5-yl)methyl]-6-oxo-3,6-dihydro^ 

2- yl}ethyl)-2-fluorophenyl]-2-methylpropanenitrile; 

642-(3-Chloro-4-hydroxy-phenyl)-ethyl]-6-cyc(opentyl-3-(5J-dimethyl-[1,2,4]triazoto 
20 a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(57-dimethy!-[1.2.4]trlazolo[1,5-a]pyrimidin-2-ylmethyl)-6-p^^ 
phenyl)-ethyl]-4-hydroxy-5»6-dihydro-pyran-2-one; 

3- (5-Chloro-1-isopropyl-1-benzoimidazol-2-ylsulfanyl)-6-cyclopentyl-6-[2-(3-fluoro-4-isopropoxy- 
phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

25 5-{6-Cyclopentyl-6-[2-(3-fluoro-4-isopropoxy-phenyl)-ethyl]-4-hydroxy-2-oxo-5,6<lihydro-2H 
pyran-3-ylsulfanyl}-4-methyl-4H-[1 ,2,4]triazoIe-3-carboxylic acid methyl ester; 

3- (5-Chloro-1-methyl-1H-benzoimidazol-2-ylsulfanyl)-6-cyclopentyl-6-{2-[4-(3,5-dim 

4- yl)-phenyl]-ethyl}-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-[2-(3-chloro-4-methoxyphenyl)ethyl]-6-cyclopentyl-3-{[5-(2-furyl)-4-methyl-4H-1,2.4-tri 
30 . yl]thio}-4-hydroxy-5,6-dihydro-2/-/-pyran-2-one; 

6-[2-(3-chloro-4-methoxyphenyl)ethyl]-6-cyclopentyl-4-hydroxy-34(5-pyridin-4-yl-4H-1,^ 
3-yl)thio]-5.6-dihydro-2H-pyran-2-one; 

6-[2-(3-chloro-4-methoxyphenyl)ethyl]-3-[(5-chloro-1-methyl-1H-benzimidazol-2-^ 
cyclopentyl-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 
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6-I2-(5-chloro-2,4-dimethoxyphenyl)ethyl]-3-[(5-chloro-1-methyl-1H-benzimW^ 
cyclopentyl-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 

6-[2-(3K:hloro-4-isopropoxyphenyl)ethyl]-3-[(5-chloro-1-methyl-1H-benzimidazol-2-yl)thio^ 

cyclopentyl-4-hydroxy-5.6-dihydro-2H-pyran-2-one; 
5 8-({6-[2-(5-chIoro-2,4-dimethoxyphenyl)ethyl]-6-cyclopentyl-4-hydroxy-2-oxo-5.6-dihydro^ 
pyran-3-yl}thlo)-1 ,7-dihydro-6/-/-purin-6-one; 

642-(5-chlor-2,4-dimethoxyphenyl)ethyl]-6-cyclopentyl-4-hydroxy-34[5-(4-hydroxyphen 
1,2,4-triazol-3-yI]thio}-5,6-dihydro-2H-pyran-2-one; 

ethyl 2-({6-[2-(5-chloro-2,4-dimethoxyphenyl)ethyl]-6-cyclopentyl-4-hydroxy-2-oxo-5,6-dihy^ 
10 2H-pyran-3-yl}thio)[1 ,2,4]triazolo[1 ,5-a]pyrimidlne-6-carboxyIate; 

6-cyclopentyl-3-[(5J-dimethyl[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]^^^ 

isopropoxyphenyl)ethyl]-4-hydroxy-5.6-dihydro-2H-pyran-2-one; 

6-Cyclopentyl-3-(57-dimethyl-[1,2.4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-6-p^^ 

ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
1 5 6-Cyclopentyl-3-(5,7-dimethyl-[1 ,2.4]triazolo[1 ,5-a]pyrimidin-2-ylmethyl)-6-[2-(3-ethyl-phenyl)- 

ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

2-[4-(245-[(4-chloro-1-methyl-1H-pyrazol-3-yl)methyl]-2-cyclopentyl-4-hydroxy-6-oxo-3,^ 
2H-pyran-2-yl}ethyl)-2-fluorophenyl]-2-methylpropanenitrile; 
2^4-[2-(2-Cyclopentyl-4,6-dioxo-5-I1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl-tet^^ 
20 yl)-ethyl]-2-fluoro-phenyl}-2-methyl-propionitrile; 

2-(4^2-[2-Cyclopentyl-5-(6-methyl-[1,2.4]triazolo[1,5-a]pyrimidin-2-ylmethy^ 
pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 

(+)-2-(4-{2-[2-Cyclopentyl-5-(6-methyl-[1,2,4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-4.^ 
tetrahydro-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 

25 (-)-2-(4^242-Cyclopentyl-5-(6-methyl-[1,2.4]triazolo[1.5-a]pyrimidin-2-ylm 
tetrahydro-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 
2-(4-{2-[5-(6-Chloro41.2,4]triazolo[1.5-a]pyrlmidin-2-ylmethyl)-2-cyclopentyl-4,6 
pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 

2-(4-{2-[2-Cyclopentyl-5-(5J<llmethyl-[1,2.4]triazolo[1.5-a]pyrimidin-2-ylmethy^ 
30 tetrahydro-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-ethyl-butyronitrile; 

1 -(4-{2-[2-Cyclopentyl-5-(6-methyl-[1 ,2.4]triazolo[1 ,5-a]pyrimldin-2-^^ 
pyran-2-yl]-ethyl}-2-fIuoro-phenyl)-cyclopropanecarbonitrile; 
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1- (4-{245-(6-Chloro41 ,2.4]tria20lo[1 ,5-a]pyrimidin-2-ylmethyl)^^ 
pyran-2-yl]-ethyl}-2-fluoro-phenyl)-cyclopropanecarbonitrile; 
6-Cyclopentyl-6-[2-(3-ethyl-4-hydroxy-phenyl)-ethyl]-4-hydroxy-3-(6-methyl-[1.2.^ 
a]pyrimidin-2-ylmethyl)-5,6-dlhydro-pyran-2-one; 

5 3-(6-ChIoro-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6'<5yclopentyl-6-[2-(3-et^^ 
phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-cyclopentyl-3-[(57-diethyl[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-4-hydroxy-6^^^ 
3-propylphenyl)ethyl]-5,6-dihydro-2H-pyran-2-one; 

6-cyclopentyl-3-[(57-dlethyl[1,2,4]triazolo[1,5-a]pyrimidin-2-y!)methyl]-6-^^^ 
10 hydroxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 

A/-{2-[4-(2-{2-cyclopentyl-5-[(57-dimethyI[1,2,4]triazolo[1.5-a]pyrimidin-2-yl)^^^ 
oxo-3,6-dihydro-2/-/-pyran-2-yl}ethyl)-2-ethylphenoxy]ethy!}acetamide; 

2- (4-{2-[2-Cyclopentyl-5- 5,7-dimethyl- [1 ,2,4) trlazolo[1,5-a]pyrimidin-2-ylmethyl]-4-hydroxy-6- 
oxo-3,6-dihydro-2H-pyran-2-yl}-ethyl)-2,6-difIuoro-phenyl)-2-methyl-propionitrile; 

1 5 2-(4-{2-[2-Cyclopentyl-4-hydroxy-5-(6-methyl-[1 ,2,4]triazolo[1 ,5-a]pyrimidin-2-ylmethyl)-6-oxo-3,6- 

dihydro-2H-pyran-2-yl]-ethyl}-2,6-difluoro-phenyl)-2-methyl-proplonltrile; 

2-(2-Chloro-4-{2-[2-cyclopentyl-5-(5J-dimethyK1.2.4]triazolo[1.5-a] 

hydroxy-6-oxo-3.6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

1-(2-Chloro-4-{242-cyclopentyl-5-(5J-dimethyl-[1.2.4]tria20lo[1,5-a]pyrimidi 
20 hydroxy-6K)xo-3.6Klihydro-2H-pyran-2-yl]-ethyl}-phenyl)-cyclopropanecarbonitrile; 

6-Cyclopentyl-3-(5J-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2-(5-ethy 

methoxy-phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

(+)-2-(2-ch!oro-4-{2-[2-cyc!opentyl-5-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-^^ 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrlle; 
25 (-)-2-(2-chloro-4-{2-[2-cyclopentyl-5-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

(+)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(67-dimethyl~[1,2,4]triazolo[1.5-a]pyrim 

hydroxy-6-oxo-3,6<lihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

(-)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(5J-dimethyl-[1.2.4]triazolo[1.5-a]pyri 
30 hydroxy-6-oxo-3.6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

(+)-3-[(6-chloro[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-6-cyclopentyl-642-(5-^^^ 

methoxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 

(-)-3-[(6-chloro[1,2,4]triazolo[1,5-a]pyrimidln-2-yl)methyl]-6-cyclopentyl-6-^^^ 

methoxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 
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6-Cyclopentyl-3-(57<limethyl-[1.2.4]triazolo[1,5-a]pyrimidin-2-ylmethyl^ 
methoxy-phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
(-)^-Cyc[opentyl-3-(5J-dimethyl-t1.2.4]triazolo[1.5-a]pyrimidin-2-ylmeth^ 
hydroxy-2-methoxy-phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
5 6-[2-(3-ChIoro-5-ethyl-4-methoxy-phenyl)-ethyl]-6-cyclopentyl-3-(57-dimethyl41^ 
a]pyrimidin-2-ylnnethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 
6-Cyclopentyl-3-(5J-dimethyl-[1,2.4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-^^^^ 
phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-[2-(3-Chloro-5-^thyl-4-hydroxy-phenyl)-ethyl]-6-cyclopentyl-3-(5J-dimethyl-[1,^ 
10 a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(57-dimethyl-[1.2,4]triazolo[1.6-a]pyrimidin-2-ylmethyl)-6^^^ 

hydroxy-ethoxy)-phenyl]-ethyl}-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-6-[2-(3-cyclopropyl-4-methoxy-phenyl)-ethyl]-3-(5J-dimethyl^^ 

a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 
15 6-Cyclopentyl-3-(5J-dimethyl-[1,2,4Itriazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2-(5^^^^ 

2,3-dihydro-benzofuran-7-yl)-ethyI]-4-hydroxy-5,6-dihydro-pyran-2-one; 

(+)-6-Cyclopentyl-3-(57-dimethyK1,2,4]triazolo[1.5-a]pyrimidln-2-ylmem^^ 

hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dlhydro-pyran-2-one; 

(-)-6-Cyclopentyl-3-(5J-dimethyl-[1.2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2-(5-^^^ 
20 hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5.6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(5J<limethyl-[1.2.4]triazolo[1,5-a]pyrimidin-2-ylmethyl)^^^ 

ethyl]-4-hydroxy-5.6-dihydro-pyran-2-one; and 

pharmaceutically acceptable salts, solvates and prodrugs of the foregoing compounds. 

/ 

25 28. A compound chosen from: 

2-[4-(2-{5-[(4-chloro-1-methyl-1H-pyrazol-3-yl)methyl]-2-cyclopentyl-4-hydroxy-6-oxo-3,6-dihydro- 
2/-/-pyran-2-yl}ethyl)-2-fluorophenyl]-2-methylpropanenitrile; 

2-(4-{2-[2-Cyclopentyl-5-(6-methyl-[1,2,4]trlazolo[1,5-a]pyrimidin-2-ylmethyl)-4.6-dioxo-te^^ 
pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 
30 (+)-2-(4^242-Cyclopentyl-5-(6-methyl-[1.2.4]trlazolo[1.5-a]pyrimidin-2-ylmethyl)-4,6-dto^^ 
tetrahydro-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionltrile; 

(-)-2-(4^2-[2-Cyclopentyl-5-(6-methyl-[1,2,4]trlazolo[1,5-a]pyrimidin-2-ylmethyO 
tetrahydro-pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrile; 
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2- (4-^2-[5-(6-Chloro41.2.4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-2-cyclopem 
pyran-2-yl]-ethyl}-2-fluoro-phenyl)-2-methyl-propionitrlle; 

3- (6-Chloro-t1,2.4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6K:yclopentyl-6-[^ 
phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

5 A/-^2-[4-(2-{2-cyclopentyl-5-[(57-dimethyl[1,2,4]triazolo[1,5-a]pyrimidin-2-yl^ 

oxo-3.6-dihydro-2H-pyran-2-yl}ethyl)-2-ethylphenoxy]ethyl}acetamide; 

2-(4-{2-[2-Cyclopentyl-5- 5.7-dimethyl- [1.2.4] triazolo[1.5-a]pyrimidin-2-ylmethyl]-4-hydroxy-6- 

oxo-3.6<lihydro-2H-pyran-2-yl}-ethyl)-2.6<lifluoro-phenyl)-2-methyl-propionitrile; 

(+)-2-(2-chloro-4^2-[2-cyclopentyl-5-(5.7-dimethyl-[1,2.4]triazolo[1,5-a]pyri^ 
10 hydroxy-^-oxo-3.6-dihydro-2H-pyran-2-yl]-^thyl}-phenyl)-2-methyl-propionitrile; 

(-)-2-(2-chloro-4-{2-[2-cyclopentyl-5-(5J-dimethyl-[1.2,4]triazolo[1,5-a]pyrimidin-2-y^ 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-pheny!)-2-methyl-propionitri!e; 

(+)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylm 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyI)-2-methyl-propionitrile; 
1 5 (-)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(5,7-dimethyl-[1 ,2,4]triazolo[1 .5-a]pyrimidin-2-ylmethyl)-4- 

hydroxy-6-oxo-3.6-dlhydrc>2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

(+)-3-[(6-chloro[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-6-cyclopentyl^^ 

methoxypheny!)ethyl]-4-hydroxy-5.6-dihydro-2H-pyran-2-one; 

(-)-34(6<:hloro[1.2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-^-cyclopentyl-6-[2-(5-em 
20 methoxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 

1-(2-Chloro-4-{2-[2-cyclopentyl-5-(57-dimethyl-[1,2,4]trlazolo[1,5-a]pyrimidin-2-ylm 

hydroxy-6-oxo-3,6-dihydro-2/-/-pyran-2-yl]-ethyl}-phenyI)-cyclopropanecarbonitrile; 

6-Cyclopentyl-3-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidjn-2-ylmethyl)-6-[2-(^^ 

methoxy-phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
25 (-)-6-CycIopentyl-3-(57-dimethyI-[1,2,4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-6-^^^^ 

hydroxy-2-methoxy-phenyl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-[2-(3-Chloro-5-ethyl-4-hydroxy-phenyl)-ethyl]-6-cyclopentyl-3-(5.7<limet^^^ 

a]pyrimidin-2-ylmethyl)-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(5,7-dimethyl-[1,2,4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-6-{^^^ 
30 hydroxy-ethoxy)-phenyl]-ethyl}-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(5J-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6^^^ 

2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

(+)-6-Cyclopentyl-3-(5J-dimethyl-[1,2,4]triazolo[1.5-a]pyrimidin-2-ylm^^^ 

hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
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(•)-6-Cyclopentyl-3-(6J<limethyl-[1.2,4]triazolo[1.5-a]pyrimidin-2-ylmethyl^ 
hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 
6-Cyclopentyl-3-(57-dimethyl-[1,2.4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-6-[2-^ 
ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; and 
5 the pharmaceutically acceptable salts, solvates and prodrugs of the foregoing compounds. 

29. A compound chosen from: 

(+)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(57-dimethyl-[1,2,4]triazoIo[1,5-a]pyrimidin-2-ylmethyl)^^^ 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 
1 0 (-)-2-(2-fluoro-4-{2-[2-cyclopentyl-5-(5.7-dlmethyl-[1 .2,4]trlazolo[1 .5-a]pyrimidin-2-ylmethyl)-4- 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionltrile; 

(+)-2-(2K:hloro-4-{242-cyclopentyl-5-(5J<limethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2^ 

hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methy!-propionitrile; 

(-)-2-(2-chloro-4-{2-[2-cyclopentyl-5-(57-dimethyl-[1,2,4]triazolo[1.5-a]pyrimidin-2-ylmethyl)-4- 
15 hydroxy-6-oxo-3,6-dihydro-2H-pyran-2-yl]-ethyl}-phenyl)-2-methyl-propionitrile; 

(+)-3-[(6-ch!oro[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-6-cyclopentyl-6-[2-(5-ethyl-4-h^^ 

methoxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 

(-)-3-[(6-chloro[1,2,4]triazolo[1,5-a]pyrimidin-2-yl)methyl]-6-cyclopentyl-6-[2-(5-ethyl-4-hydroxy-2- 

methoxyphenyl)ethyl]-4-hydroxy-5,6-dihydro-2H-pyran-2-one; 
20 6-Cyclopentyl-3-(5,7-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2-(5-ethyl-4-hydroxy- 

2.3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

(+)-6-Cyclopentyl-3-(5J-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyl)-6-[2K5-^^^ 

hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydrO"-pyran-2-one; 

(-)-6-Cyclopentyl-3-{5J<limethyl-[1.2,4]trlazolo[1.5-a]pyrimldin-2-ylmethyl)-6-[2-(5-et^^^ 
25 hydroxy-2,3-dihydro-benzofuran-7-yl)-ethyl]-4-hydroxy-5,6-dihydro-pyran-2-one; 

6-Cyclopentyl-3-(57-dimethyl-[1,2,4]triazolo[1,5-a]pyrimidin-2-ylmethyI)-6-[2-(5-ethyl-pyridi 

ethyl]-4-hydroxy-5,6-dlhydro-pyran-2-one; and 

pharmaceutically acceptable salts, solvates and prodrugs of the foregoing compounds. 

30 30. A method of treating Hepatitis C virus in a mammal, comprising administering to said 
mammal an amount of a compound according to claim 1 that is effective in treating HCV. 

31. A method of inhibiting Hepatitis C virus polymerase, comprising contacting said 
polymerase with a polymerase-inhibiting amount of a compound according to claim 1. 
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32. A pharmaceutical composition for the treatment of Hepatitis C virus in a mammal, 
comprising an amount of a compound according to claim 1 that is effective in treating Hepatitis C 
virus, and a pharmaceutically acceptable carrier. 



